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What is Claimed: 


& 




1 . A compound of the formula 


G 

R/ 


Rt 


Q is selected fromvthe group consisting of 


ww* 


G is selected from the group consisting of alkyl, substituted alkyl, 
substituted or unsubstituted aWl, heterocyclo, 


Rn- 


f?12 


r , 2 o 


W is O or NR15; 


X is O or H, H; \ 

Y is selected from the group consisting of O; H, ORig; OR17, OR17; 

NORig; H, NOR19; H, NR20R2U H, H; Jor CHR22;ORi7 OR17 can be a 
cyclic ketal; \ 

Z 1, and Z2 are selected from the grbup consisting of CH2, O, NR23, 

S, or SC>2, wherein only one of Z\ and Z2 can be a heteroatom; 

Bi and B2 are selected from the groom consisting of OR24, or 
OCOR25, or O2CNR26R27J when Bj is H and Y is OH, H they can form a 


six-membered ring ketal or acetal; 
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RC 




tt w 




s-H i 


20 



DVs selected from the group consisting of NR28 r 29> NR 30 COR 31 
or saturated heterocycle; 

R l> $2> R 3> r 4, r 5> r 6 > r 7> r 13> r 14> r 18> R 19» r 20> R 21» r 22> R 26> 
and R 27 are selected from the group H, alkyl, substituted alkyl, or aryl 

and when RA and R 2 are alkyl can be joined to form a cycloalkyl; R 3 and 

R 4 are alkyl can be joined to form a cycloalkyl; 

R 9 , RiO> Rl 6 > r 17> r 24> r 25> and R 31 are selected from the group 
H, alkyl, or substituted alkyl; 

r 8> Rll. r 12j r 28> r 30> r 32> r 33> and r 30 31-6 selected from the 

group consisting of M, alkyl, substituted alkyl, aryl, substitued aryl, 
cycloalkyl, or heterocyclo; 

Rl5, R 23 and Rjya are selected from the group consisting of H, 

alkyl, substituted alkyl, aryl, substituted aryl, cycloalkyl, heterocyclo, 
r 32<3=0, R 33 SO 2 , hydroxy. O-alkyl or O-substituted alkyl, the 

pharmaceutically acceptable, salts thereof and any hydrates, solvates or 
geometric, optical and stereoisomers thereof, with the proviso that 
compounds wherein \ 

W and X are both O; and \ 

Rf, R 2 , R 7 , are H; and \ 

R 3 , R 4 , R 6 , are methyl; and \ 

Rg, is H or methyl; and \ 

Z\, and Z 2 , are CH 2 ; and \ 

G is l-methyl-2-(substituted-4-thiazolyl)ethenyl; and 
Q is as defined above \ 

are excluded. \ 
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2. The compound of claim 1 wherein 
©is \ 






&rrtX 


X is O; \ 

Y is O; \ 

h\, and Z 2 , are CH 2 ; and 
W is NR 15 . \ 

3. A compound selected from the group consisting of: 

[lS-[lR*,3R*(E),7R*,10S*,llR*,12R*,16S*]]-7,ll-Dihydroxy-8,8,10,12,16- 

pentamethyl-3-[l-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4, 13,17- 
trioxabicy clo [14.1.0] heptadecane-5, 9-dione ; 

t ' 

■\ ■ 

[lS-[lR*,3R*(E),7R*,10S*,llR*,12R*,T6S*]]-7,ll-Dihydroxy-8,8,10,12- 
tetramethyl-3- [ l-methyl-2-(2-methyl- 4-thiazolyl)ethenyl] -4,13,17- 

trioxabicy clo [14.1.0] heptadecane-5 ,9-didne ; 

' \ 

V 

[4S-[4R*,7S :(: ,8R*,9R*,15R*(E)]]-4,8-Dihydi i oxy-5,5,7,9,13-pentamethyl-16- 

[l-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-l,10-dioxa-13- 
cy clohexadecene-2 , 6-dione ; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-Dihydroxy-5,5,7,9-tetramethyl-16-[l- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-l,10-dibxa-13-cyclohexadecene- 

2, 6-dione; 

[lS-[lR*,3R*(E),7R*,10S*,llR*,12R*,16S*]]-7,ll-Dihydroxy-8, 8, 10,12,16- 
pentamethyl-3-[l-methyl-2-(2-methyl- 4-thiazolyl)etnenyl]-4, 14,17- 
trioxabicyclo [14.1.0] heptadecane-5 ,9-dione <2 

[lS-[lR*,3R*(E),7R*,10S*,llR*,12R*,16S*]]-7,ll-Dihydi;oxy-8,8,10,12- 

tetramethyl-3- [ l-methyl-2-(2-methyl- 4-thiazolyl)ethenyl] -4, 14, 17- 

1 * 

trioxabicyclo [ 14 . 1 . 0] heptadecane-5 ,9-dione ; 
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[^S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-Dihydroxy-5, 5,7,9, 13-pentamethyl-16- 

[ i-ipethyl-2-(2-methyl- 4-thiazolyl)ethenyl] -1,1 1-dioxa- 13- 
cyclotj.exadecene-2,6-dione; 

[4S-[4R*,XS*,8R*,9R*,15R*(E)]]-4,8-Dihydroxy-5,5,7,9-tetramethyl-16-[l- 
methyl-2-(2\methyl- 4-thiazolyl)ethenyl]-l,ll-dioxa-13-cyclohexadecene- 
2,6-dione; 


10 [lS-[lR*,3R*(E),7R*,10S*,HR*,12R*,16S*]]-7,ll-Dihydroxy-8,8,10,12,16- 

pentamethyl-3- [ l-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17- 
dioxabicyclo [ 14. 1 . 0] heptadecane-9-one ; 



/lS-[lR*,3R*(E),7R*,10S*,i\R*,12R*,16S*]]-7,ll-Dihydroxy-8,8, 10,12- 
15 tetr£imethyl-3-[l-methyl-2-( l zvnethyl- 4-thiazolyl)ethenyl]-4,17- 
dioxabicyclo [14. 1 .0]heptadecahe-9-one; 


[lS-[lR*,3R*(E),7R*,10S*,HR*,12k*,16S*]]-7,ll-Dihydroxy-3,8,8,10,12,16- 
hexamethyl-3-[l-methyl-2-(2-methyI-\4-thiazolyl)ethenyl]-4,17- 
20 di oxabicyclo [14.1.0] heptadecane-5 ,9-di'one ; 

[lS-[lR*,3R*(E),7R*,10S*,llR*,12R*,16S*]j\7,ll-Dihydroxy-3,8,8,10,12- 
pentamethyl-3-[l-methyl-2-(2-methyl- 4-thiaz\4yl)ethenyl]-4,17- 
dioxabicyclo [14. 1 . 0] heptadecane-5 ,9-dione; 

25 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-Dihydroxy-5,5,7S9,13,16-hexamethyl- 
16-[l-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-l-oxa-i^-cyclohexadecene- 
2,6-dione; 


30 [4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-Dihydroxy-5, 5,7,9, 16-peii^amethyl-16- 

[ l-methyl-2-(2-methyl- 4-thiazolyl)ethenyl] - l-oxa-13-cyclohexa\iecene-2,6- 
dione; s 

V 

[lS-[lR*,3R*(E),7R*,10S*,llR*,12R*,16S*]]-7,ll-Dihydroxy-8,8,10,12vl6- 
35 pentamethyl-3-[l-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17- 

v 

dioxabicyclo [ 14 . 1 . 0] heptadecane-5 ,9-dione; 

a 

1 
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[i§-[lR*,3R*(E),7R*,10S*,llR*,12R*,16S*]]-7,ll-Dihydroxy-6, 8,8, 10,12- 

penf^methyl-3-[l-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17- 
dioxa bh^yclo [ 14. 1 . 0] heptadecane-5 ,9-dione ; 

[lS-[lR*,3Rf(E),7R*,10S*,llR*,12R*,16S*]]-7,ll-Dihydroxy-8,8,10, 12,16- 
pentamethyl-341-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17- 
oxabicyclo [ 14. 1 . QJheptadecane-5,9-dione; 


10 [lS-[lR*,3R*(E),7R*,l > 0S*,HR*,12R*,16S*]]-7,ll-Dihydroxy-8,8,10,12- 

tetramethyl-3-[l-meth^-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17- 

oxabicyclo [ 14 . 1 . 0] heptacie^ane-5, 9-dione; 

\ 

[4S-[4R*,7S*,8R*,9R*,15R*(E)Jl-4,8-Dihydroxy-5,5,7, 9,13-pentamethyl-16- 
15 [l-methyl-2-(2-methyl- 4-thiazoiyl)ethenyl]-l-aza-13-cyclohexadecene-2,6- 
dione; 

[4S-[4R !|: ,7S*,8R*,9R*,15R*(E)]]-4,8-DiWdroxy-5,5,7, 9-tetramethyl-16-[l- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]\l-aza-13-cyclohexadecene-2,6- 
20 dione; 

\ 

[lS-[lR*,3R*(E),7R*,10S*,llR*,12R*,16S*]]-7,i%-Dihydroxy-4,8, 8,10,12, 16- 

\ 

% 

hexamethyl-3- [l-methyl-2-(2-methyl- 4-thiazolyi)tthenyl] -4-aza-17- 
oxabicyclo[14.1.0]heptadecane-5,9-dione^v s 
25 

[1S-[1R*,3R*(E),7R*,10S*, 11R*, 12R*,16S*]]-7,ll-DihycLfcoxy-4, 8,8, 10,12- 
pentamethyl-3-[l-methyl-2-(2-methyl- 4-thiazolyl)ethenyi ; j-4-aza-17- 

»L 

oxabicyclo[14.1.0]heptadecane-5,9-dione; 


30 [4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-Dihydroxy-l,5,5,7, 9,13-heiamethyl- 

16- [l-methyl-2-( 2-methyl- 4-thiazolyl)ethenyl] -1-aza- 13-cyclohexadecene- 
2,6-dione; 

\ 

\ 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-Dihydroxy-l,5,5,7, 9-pentamethyl- 1^- 
[ l-methyl-2-(2-methyl- 4-thiazolyl)ethenyl] - 1-aza- 13- 
dione; 


cyclohexadecene-2,6 


\ 
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[lS-[lR*,3R*(E),7R*,10S*,llR*,12R*,16S*]]-7,ll-Dihydroxy-8,8,10,12,16- 
pehtamethyl-3- [l-methyl-2-(2-methyl- 4-thiazolyl)ethenyl] - 13-aza-4, 17- 
diox^bicyclo [14.1.0] heptadecane-5 ,9-dione ; 

[lS-[lR*^3R*(E),7R*,10S*,llR*,12R*,16S*]]-7,ll-Dihydroxy-8,8,10,12- 
tetramethy|-3-[l-methyl-2-(2-inethyl- 4-thiazolyl)ethenyl]-13-aza-4,17- 
dioxabicyclo pl4 .1.0] heptadecane-5 ,9-dione ; 

10 [4S-[4R*,7S*,8R a S9R*,15R*(E)]]-4,8-Dihydroxy-5, 5,7,9, 13-pentamethyl-16- 

[l-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-10-aza-l-oxa-13- 
cyclohexadecene-2 ,6-^iione ; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-Dihydroxy-5,5,7,9-tetramethyl-16-[l- 
15 methyl-2-(2-methyl- 4-thiaZ9lyl)ethenyl]-10-aza-l-oxa-13- 
cy clohexade cene -2 , 6 - dione ; 

[lS-[lR*,3R*(E),7R*,10S*,llR*,l&R*,16S*]]-7,ll-Dihydroxy-8,8,10,12,16- 
pentamethyl-3-[l-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-14-aza-4,17- 
20 dioxabicyclo [14. 1 . 0] heptadecane-5 ,9-d^one; 

[lS-[lR*,3R*(E),7R*,10S*,llR*,12R*,16S*JJ-7,ll-Dihydroxy-8,8,10,12- 
tetramethyl-3-[l-methyl-2-(2-methyl- 4-thia^oiyl)ethenyl] -14-aza-4,17- 
dioxabicyclo [14. 1 .0] heptadecane-5 ,9-dione ; 

25 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-Dihydroxy-5,5v7,9,13-pentamethyl-16- 
[l-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-ll-aza i^xa-13- 
cyclohexadecene-2,6-dione; 

30 [4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-Dihydroxy-5,5,7,9-tetramethyl-16-[l- 

methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-ll-aza-l-oxa-13- 
cyclohexadecene-2,6-dione; 

x 

\ 

[1S-[1R*, 3R*,7R*,10S*, 11R*, 12R*,16S*]]-N-Phenyl-7, 11-dihydroxy v 
35 8,8, 10,12, 16-pentamethyl-5,9-dioxo-4,17-dioxabicyclo[14.1.0]heptade^ane- 

3-carboxamide; 


\ 
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[lS-[lR*,3R*,7R*,10S*,llR*,12R*,16S*]]-N-Phenyl-7,ll-dihydroxy- 

8,8,10, 12-tetramethyl-5,9-dioxo-4, 1 7 -dioxabicyclo [14.1.0] heptadecane-3- 
carboxamide; 

5 

[4S-[4R*,7S*,8R*,9R*,15R*]]-N-Phenyl-4,8-dihydroxy-5,5,7,9,13- 
pentamethyl-2,6-dioxo-l-oxa-13-cyclohexadecene-16-carboxamide; 

[4S-[4R*,7S*,8R*,9R*,15R*]]-N-Phenyl-4,8-dihydroxy-5,5,7,9-tetramethyl- 
10 2 ,6-dioxo- 1-oxa- 13-cyclohexadecene- 16-carboxamide^ * 

[1S-[1R*,3R*(E),7R*,10S*, 11R*, 12R*,16S*]]-7,ll-Dihydroxy-8, 8,10,12,16- 
pentamethyl-3-[l-methyl-2-(2-methyl- 4-thiazolyl)cyclopropyl]-4,17- 
dioxabicyclo [14. 1.0]heptadecane-5,9-dione ^ J 

15 

[lS-[lR*,3R*(E),7R*,10S*,llR*,12R*,16S*]]-7,ll-Dihydroxy-8,8,10,12- 
tetramethyl-3-[l-methyl-2-(2-methyl- 4-thiazolyl)cyclopropyl]-4,17- 
dioxabicyclo[14.1.0]heptadecane-5,9-dione/ 

20 [4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-Dihydroxy-5, 5,7,9, 13-pentamethyl-16- 

[l-methyl-2-(2-hydroxymethyl-4-thiazolyl)ethenyl]-l-aza-13(Z)- 
cyclohexadecene-2 ,6-dione ; 

and the pharmaceutically acceptable salts, solvates and hydrates 
25 thereof. 

4. A methoS"'e£treating cancer in a patient which comprises providing 
an effective amouni'ofa compound of claim 1 to said patient. 

_3 

30 5. A method of treating hypei^proliferative cellular disease in a patient 

which comprises providing an effective amount of a compound of claim 1 
to said patient. 
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6. A method of providing £in anti angiogenic effect in a patient in need of 
said treatment which ctanprises providing an effective amount of a 
compound of claim 1 to said patient. 


Old.* 

DO 


